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BACKGROUND™® AVZ0-023-1001 STUDY DESIGN™" KEY ELIGIBILITY CRITERIA™" STUDY ENDPOINTS""
Aberrant Cell Cycle Regulation Is Common AVZ0-023 Is a Potent CDK4i With High Selectivity Over GDK6 and Robust Study Objectives and Patient Population
in HR+ Breast Cancer Antitumor Activity
o Patients with locally advanced or metastatic HR+/HER2- breast cancer will be enrolled e >18 years of age o Safety and Tolerability: Number of patients with
* The cyclin D1-CDK4/6-pRB pathway drives the cell * AVZ0-023 demonstrated robust CDK4/CCND1 inhibition with high selectivity over * The goal of the Phase 1 AVZ0-023-1001 study is to determine the preliminary recommended e Histologically or cytologically confirmed locally advanced dose-limiting toxicities (DLTs) during the first cycle,
cycle transition from cell growth (G1) to DNA synthesis CDKB in vitro® Phase 2 dose (RP2D) and/or the maximum tolerated dose (MTD) of AVZ0-023 as monotherapy or metastatic HR+/HER2- breast cancer with the following incidence and severity of treatment-emergent adverse
(S) and is often deregulated in hormone receptor- * In two ER+ breast cancer models, AVZ0-023 demonstrated dose-dependent and combination therapy prior therapy: events (AEs) and serious AES
positive (HR+) breast cancer (Figure 1)~ tumor growth inhibition (Figure 2A,B) and exhibited a favorable toxicity profile in * Phase 1 will also assess the safety, pharmacokinetics (PK), pharmacodynamics (PD), and — Prior therapy with CDK4/6 inhibitor(s) and ET in the e Changes including hematology and chemistry values,
o Several CDK4/6 inhibitors (CDK4/6i) have been preclinical studies® antitumor activity of AVZ0-023 as monotherapy and in combination therapy advanced or metastatic setting vital signs, electrocardiograms, dose interruptions,
approved by the FDA for use in combination with ¢ Combining AVZ0-023 with AVZ0-021 (a highly selective CDK2i) enhanced tumor growth » Up to 2 CDK4/6 inhibitors, with no more than 1 in the reductions, and dose intensity
endocrine therapy (ET) in locally advanced or metastatic inhibition compared with either agent alone in an ER+ breast cancer model (Figure 2C)° _ advanced or metastatic setting e MTD or preliminary RP2D of AVZ0-023 as both
2-negative (HER2-) breast cancer’
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| @ T Commme * Patients in Part A or B can receive fulvestrant during dose escalation or during backiill starting o Eastern Cooperative Oncology Group (ECOG) Performance of AVZ0-023 as monotherapy and in combination
1500 1000 1200 . .
I at cycle _1 ! -day 1 | Status <1 and life expectancy >3 months therapy using RECIST v1.1, as assessed by the
G, D / 0 * The preliminary RP2D for AVZ0-023 monotherapy and AVZ0-023 + ET = AVZ0-021 will be investigator
CyclinD — — — 9007 . .
~_ E 1000 // E £ selected.based on the tqtallty of the da.ta from Parts A,.B, and C | | | _. e Pharmacokinetics: To characterize the PK of
§ / g § o- e Part A will enroll ~80 patients, Part B will enroll ~60 patients, and Part C will enroll ~40 patients Key Exclusion Criteria AVZ0-023, inc|uding maximum observed p|asma
5 // 5 - 5 concentration, time to maximum observed plasma
= S = s ~N Prior treatment with selective investigational CDK inhibitors concentration, elimination half-life, area under the
= 200 . . . .
=t Phase 1 Dose Escalation (CDK2, CDK4, CDK2/4, CDK2/4/6) plasma concentration-time curve (AUC) from time 0
Locally advanced or metastatic HR+/HER2- breast cancer i i e . . .
0 0 ; 1'4 2'1 0 0 b 1'0 b 2'0 b 00 ; 1'4 2'1 2|8 1A: AVZ0-023 monotherapy and backfill 1B: AVZ0-023 combination escalation and backfill 1C: Combination escalation with ET o ProgreSS|0n durlng or Wlthln 12 months Of Completlng to IaSt measurable Concentratlon’ AUC from tlme O to
--Determine MTD/preliminary RP2D --Determine MTD/preliminary RP2D --Determine MTD/preliminary RP2D - - - - infini " " "
Days after start of treatment Days after start of treatment Days after start of treatment Phase 1A Overll N= ~80 i ‘ : Phase 1B Oerall N= 60b hase 1C Oveall N= ~4b CDK4/ 6' therapy In the adjuvant Settlng Inflnlty! AUC from tlme O to the end Of the dOSIng perIOd!
AVZ0-021 i | isP and apparent clearance
| 0
gﬁ;?mgletspﬁpé:?ent group mean; error bars represent the standard error of the mean Sose lovel TEB Known aCtIVG bl‘aln metaStaS|S | | o pp
CDK, cyclin-dependent kinase; DP, dimerization partner transcription factor; E2F, element2 AVZO-023 was previously known as ARTS-023 Pose level 7 — Intermeclate lose levels of sither AVZ0-023 and/or AVZO-021 may be added bassd on SRC recommendation o Rec_el\_/ed rqdlptherapy with a I|_m|ted field of radiation for
prf)mOter_bmdmg fac_tor_fa_m”y o transeription factors: 7 phosphorylated: Rb ret_mblasmma Protein Figure 2. AVZ0O-023 (ARTS-023) Demonstrates Antitumor Activity in ER+ Breast Cancer Models.® Dose level 6 il r szo?ggglex\e/'zz_o . ‘ B crore | palllatlon within 7 days of the first dose on StUdyc
Figure 1. Inhibition of CDK4 halts the cell cycle in the AVZ0-023 inhibited tumor growth in the ZR-75-1 CDX model (A). AVZO-023 inhibited tumor growth in S I L ——— J L e Unresolved toxicities from prior therapy greater than Grade 1
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Targeting CDK4 and CDK2 to Overcome Limitations of GDK4/6i Therapy Accelerated titration Phase 1A dose level 123 (net pationt cach) deletion of Rb1 gene America, Europe, and the Asia-Pacific region.
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